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Preface

The RRP Medical Reference Service isintended to be of potentid interest to RRP patientsfamilies
seeking trestment, practitioners providing care, micro biological researchers as well as others
interested in developing a comprehensive understanding of recurrent respiratory papillomatoss.

This issue focuses on a selection of references with abstracts from recent (2002 and later) RRP
related publications. These listings are sorted in gpproximate reverse chronologica order as
indicated by the "Unique Identifier" numbers. Each liging is formetted as follows.
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RRPF Selected Articles and Abstracts

Virus Res 2002 Nov;89(2): 275-84

The status of HPV 16-specific T-cell reactivity in health and disease asa guideto HPV
vaccine development.

Van der Burg SH, de Jong A, Welters MJ, Offringa R, Mélief CJ.

Tumor Immunology Group, Department of Immunohematology and Blood Transfusion, University
Medica Center, Albinusdreef 2, 2333 ZA, Leiden, The Netherlands

Human papilloma viruses (HPV) are anong the most common sexudly transmitted pathogensin
young adults. In the mgority of individuas, anti-vird immunity is capable of suppressing vird
infection but in aminority of patients vira infection is not cleared in time to prevent the devel opment
of maignancies. In these cases, HPV 16- gpecific immunity may develop too late, is not strong
enough, and/or is possibly of the wrong type. The influence of pre-exising immunity on the efficacy
of vaccinesislargdy unknown. Nor has it been studied what the effect is of vaccines on the various
types of pre-exising HPV-specific T-cdl immunity. Anima models showing thet vaccines are able
to protect againgt a subsequent tumor challenge and even to treat transplantable tumors, are not
qudified to address this point because tumor development is not preceded by persstent vira
infection. Therefore, the comparison between fully characterized pre-existing HPV-specific
immunity in patients and heglthy subjectsis a prerequisite for the full gppreciation of vaccine-efficacy
aswdl asfor further development of next-generation vaccines.

Unique Identifier: 22337978

Virus Res 2002 Nov;89(2):183-90
Theviral etiology of cervical cancer.
Bosch FX, Munoz N.

Ingtitut Catala d'Oncologia, Servei dEpidemiologiai Registre del Cancer, Hospital Duran i Reyndls,
Gran Viakm 2,7, 08907 L'Hospitalet de LIobregat, Barcelona, Spain

Epidemiologica studies supported by molecular technology have provided sufficient evidence on the
causd role of some Human Papillomavirus (HPV) infections in the development of cervica cancer.
This association has been evaluated under dl proposed sets of causdlity criteria and endorsed by the
scientific community and magjor review ingtitutes. HPV has been proposed as the first-ever
identified, necessary cause of a human cancer. In practica terms, the concept of a necessary cause
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impliesthat cervica cancer does not and will not develop in the absence of the persstent presence
of HPV-deoxyribonucleic acid (DNA). Thisimportant advancement has two practical implications
in prevention. Firgly, screening programs can be enhanced if HPV testing isjudicioudy
incorporated into solving the fraction of ambiguous cytology readings. In some populations HPV
screening as aprimary test may prove to be the strategy of choice. Secondly, like in the hepatitis B
disease model, intense efforts are currently being put into the development and testing of vaccines
that may prevent the rdlevant HPV infections, and presumably, cervica cancer. At this stage of
development, regulatory agencies are requested to evauate the scientific evidence and weigh its
implications in relaion to cods, public hedth investments and policy. Thisis a subjective evauation
that could be guided by a careful description of the most relevant studies and findings.

Unique Identifier: 22337969

J Nutr 2002 Nov;132(11):3314-24

Diindolylmethane alter s gene expression in human keratinocytesin vitro.

Carter TH, Liu K, RAph W J, Chen D, Qi M, Fan S, Yuan F, Rosen EM, Auborn KJ.
North Shore-Long Idand Jewish Research Ingtitute, Manhasset, NY 11030, USA.

Indole-3-carbinal (13C) and its dimer 3,3-diindolylmethane (DIM), obtained from
dietary consumption of cruciferous vegetables, have multiple biochemicd

activities. Both compounds have been effective dinicaly in treating

precancerous lesons of the cervix and laryngeal papillomas, pathologies with a
human papillomavirus (HPV) component. Using cDNA microarrays, we examined early
changes in gene expression after trestment with 100 micro mol/L DIM in C33A and
Caki carvicd cancer cdls and in an immortalized human epithdia cdl line

(HaCat), aswdl asin norma human foreskin keratinocytes (HFK). Multiple
anayses were done after treating C33A cdlsfor 6 h; other andysesincluded 4-

and 12-h treatments of C33A and 6-h treatments of CaSki, HaCat and HFK célls.
DIM consgtently atered the expression of >100 genes at least twofold. Many of
the stimulated genes encode transcription factors and proteinsinvolved in

sgnding, stress response and growth. Results were comparable between
transformed cells with and without integrated HPV sequences, and many of the
same genes were induced in these cancer-derived cells and in noncancer cdls.

Eight genes encoding bZip proteins were among the most cons stently and robustly
induced, including the stress-associated immediate early gene GADD153 (>50 fold
in C33A) and nuclear factor-interleukin 6 (NF-IL6), aso known as c/EBPbeta, (>5
fold in C33A), which has been shown to reduce expression of HPV oncogenes.
Induction of GADD153, NF-IL6 and ATF3 was confirmed by Western anayss. In
functiond analyses, DIM not only suppressed transcription of aluciferase gene
driven by the HPV 11 upstream regulatory region (URR) in C33A, Caski, HaCat and
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HFK cdlsfrom >2-fold to 37-fold depending on the type of cdls, but dso

reduced endogenous transcription of HPV 16 oncogenes to undetectable levelsin
Caski cells as determined by an RNase protection assay. Ectopic expression of
GADD153 or NF-1L6 suppressed transcription in a dose-dependent manner driven by
the HPV11 URR in C33A, CaSki, HaCat and HFK cdlls. These results identify
unexpected ways in which dietary 13C and DIM invoke cdllular reponses and are
congstent with a potentia antivira effect of DIM on keratinocytes, but they

do not explain the differentid sengtivity

Unique Identifier: 22309249

Sp Arh Celok Lek 2002 May-Jun; 130 Suppl 1:76-9
[Tumors of thelarynx in children]

[Articlein Serbo-Croatian (Cyrillic)]

Djukic V, Petrovic Z, Petrovic B.

Ingtitut za otorinolaringologiju i maksilofacijanu, hirurgiju Klinickog centra Srhije, 11 000 Beograd,
Pasterova 2.

No abstract available.

Unique Identifier:22282975

Mini Rev Med Chem 2002 Apr;2(2):163-75
Highlightsin the development of new antiviral agents.
DeClercq E.

Rega Indtitute for Medical Research, Katholieke Universiteit Leuven, Leuven, B-3000, Belgium.
erik.declercg@regakuleuven.ac.be

The potentid of alarge variety of new compounds and new srategies for the treetment of virtudly
al mgor virusinfections has been addressed. Thisincludes, for the treetment of HIV infections,
virus adsorption inhibitors (cosdane derivatives, cyanovirin-N), co-receptor antagonists (TAK-779,
AMD3100), vird fuson inhibitors (pentafuside T- 20, betulinic acid derivatives), vird uncoating
inhibitors (azodicarbonamide), nucleos de/nuclectide reverse transcriptase inhibitors (NRTIs:
emtricitabine, amdoxovir, dOTC, d4TMP prodrugs, tenofovir disoproxil fumarate), non-nucleoside
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reverse transcriptase inhibitors (NNRTIs: thiocarboxanilide UC-781, capravirine, SJ-3366, DPC
083, TMC 125/R165335), integrase inhibitors (diketo acids), transcription inhibitors (temacrazine,
flavopiridol), protease inhibitors (atazanavir, mozenavir, tipranavir); for the treetment of RSV and
paramyxovirus infections, vird fuson inhibitors (R170591, VP-14637, NMS03); for the treatment
of picornavirusinfections, vird uncoating inhibitors (pleconaril); for the trestment of pesti- (hepaci-,
flavi-) virusinfections, RNA replicase inhibitors (VP-32947); for the treatment of herpesvirus
(HSV, VzV, CMV) infections, DNA polymerase inhibitors (A-5021, L- and D-
cyclohexenylguanine); for the trestment of VZV infections, bicyclic furopyrimidine anaogues, for the
trestment of CMV infections, fomivirsen; for the treetment of DNA virusinfections a large
(papilloma-, polyoma-, herpes-, adeno- and poxvirusinfections), cidofovir; for the treatment of
influenza, neuraminidase inhibitors (zanamivir, osdtamivir, RWJ-270201); for the trestment of HBV
infections, adefovir dipivoxil; for the trestment of HBV and HCV infections, N-glycosylation
inhibitors (N-nonyl-deoxyngjirimycin); and, finaly, IMP dehydrogenase inhibitorsand S
adenosylhomocysteine hydrolase inhibitors, for the trestment of various virusinfections, including
hemorrhagic fever virusinfections.

Unique Identifier:22257899

Virology 2002 Sep 15;301(1):176-87

Chimeric human papilloma virus-smian/nhuman immunodeficiency virusvirus-like-particle
vaccines. immunogenicity and protective efficacy in macaques.

DdeCJ, Liu XS, DeRose R, Purcel DF, Anderson J, Xu Y, Leggatt GR, Frazer IH, Kent SJ.

Department of Microbiology and Immunology, University of Mebourne, Parkville, Victoria 3010,
Audrdia

Vaccinesto eficiently block or limit sexud tranamisson of both HIV and human papillomavirus
(HPV) are urgently needed. Chimeric virus-like-particle (VLP) vaccines congsting of both
multimerized HPV L1 proteins and fragments of SIV gag p27, HIV-1 tat, and HIV-1 rev proteins
(HPV-SHIV VLPs) were constructed and administered to macaques both systemically and
mucosaly. An additiona group of macagues first received a priming vaccination with DNA vaccines
expressing the same SIV and HIV-1 antigens prior to chimeric HPV-SHIV VLP boosting
vaccinations. Although HPV L1 antibodies were induced in al immunized macagques, weak antibody
or T cdl responses to the chimeric SHIV antigens were detected only in animas receiving the DNA
prime/HPV-SHIV VLP boost vaccine regimen. Significant but partia protection from avirulent
mucosa SHIV challenge was dso detected only in the prime/boosted macagques and not in animals
receiving the HPV-SHIV VLP vaccines done, with three of five prime/boosted animas retaining
some CD4+ T cdlsfollowing chdlenge. Thus, dthough some immunogenicity and partid protection
was observed in non-human primates receiving both DNA and chimeric HPV-SHIV VLP vaccines,
ggnificant improvements in vaccine design are required before we can confidently proceed with this
gpproach to clinicd trids.
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Unique Identifier: 22247914

J Med Invest 2002 Aug;49(3-4):124-33
Human papilloma virus (HPV) and cervical cancer.

Furumoto H, IraharaM.

Department of Obgtetrics and Gynecology, The University of Tokushima School of Medicine,
Japan.

Epidemiologica and experimenta studies have clearly shown that high-risk HPV infection isthe
main etiologic factor for cervica cancer. Recent studies have indicated that the E6 and E7 gene
products play acritica rolein cervica carcinogenesis. The E6 and E7 products interfere with the
p53 and pRB functions, respectively, and deregulate the cell cycle. The HPV DNA isintegrated
into the host's chromosomes with disruption of the E2 gene. This disruption promotes the expression
of E6 and E7, leading to the accumulation of DNA damage and the development of cervical cancer.
The study of the immune response against HPV has been hampered by the lack of acdl culture
gystem for the virus. A breskthrough was made by the discovery that amaor capsd protein L1
sdf-assemblesinto virus-like particles (VLP) when expressed in eukaryotic systems. Clinicd trids
of VLP-based vaccines are in progress, and DNA vaccines for the HPV surface protein genes are
under development. The E7 and E6 oncoproteins are attractive targets for cancer immunotherapy
because their expression is required to maintain the oncogenicity of cervical cancer cells. Cancer
immunotherapy for cervical cancer with vaccinations of E7 peptides or dendritic cell-based
immunothergpy is moving toward dinical trids.

Unique Identifier: 22234810

Arch Pathol Lab Med 2002 Oct;126(10): 1184-8
Molecular eventsin the progression of recurrent respiratory papillomatosisto carcinoma.
Lele SM, Pou AM, VenturaK, GatdicaZ, Payne D.

Department of Pathology, University of Kentucky College of Medicine, Lexington 40536, USA.
dele2@uky.edu

CONTEXT: Identification of the type of human papillomavirus (HPV) by polymerase chain reaction
and sequencing to determine coinfection or superinfection (by more than 1 HPV type) and other
molecular events have not been reported in a series of patients exhibiting the morphologic spectrum
of recurrent respiratory papillomatosis progressing to carcinoma. DESIGN: Four cases of juvenile-
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onset recurrent respiratory papillomatos's progressing to carcinoma (no history of smoking or
irradiation in 2 cases) were studied. Morphologicaly digtinct foci (squamous papilloma, pulmonary
papillomatos's, squamous dysplasia subjacent to carcinoma, and sgquamous carcinoma) were
subjected to laser capture microdissection and polymerase chain reaction amplification usng generd
primers in addition to type-specific primers for HPV types 16 and 18. Direct sequencing of
polymerase chain reaction products identified the type of HPV. The tissue sections were
immunostained using antibodies to p53, pRb, p21(WAF1), and pl16 proteins with a semiquantitative
assessment. RESULTS: Human papillomavirus 11 was the only type of HPV identified in dl lesons
of al cases associated with recurrent respiratory papillomatosis. There was a marked increase in
p53 protein expression in foci of dysplasiaand carcinoma as compared to squamous papilloma and
pulmonary papillomatosis. An inverse correlation between p53 and p21(WAFL) protein expresson
was noted in dl lesions. pRb protein expression increased from the benign to the maignant end of
the spectrum. p16 protein was expressed in dl lesons. CONCLUSIONS: Infection by HPV-11
may be an early event associated with progression of recurrent respiratory papillomatosis to
carcinoma. Increased expression of p53 and pRb proteins and a reduced expression of
p21(WAF1) protein appear to be significant subsequent events.

Unique Identifier: 22233311

Duodecim 2002;118(13): 1388-96

[Papilloma viruses on the mucous membr anes|
[Artidein Fnnigh]

Adtonen LM, Hiltunen-Back E, Paavonen J.

HYKS:n korva-, nena- ja kurkkutautien klinikka PL 220, 00029 HUS. | eena-

mai j a. aal t onen@el si nki . fi

No abstract available.

Unique Identifier: 22225572

Vestn Otorinolaringol 2002;(3):20-3
[Characteristics of psychoemotional spherein children with chronic laryngeal obstruction]
[Artidein Russan]

Shepina Al, Makarchuk AV, Soldatskii 1uL, Tarabrina NV, Onufrieva EK, Shchepin NV.



RRP Medical Reference Service 9 Fall 2002

45 children from 10 to 14 years of age with chronic laryngeal obstruction were examined
psychologicaly. 29 of them had recurrent respiratory papillomatosis, 16 ones had cicatrical
laryngostenosis. The mgority of the examinees (65%) showed symptoms of postiraumatic stress
syndrome (PTSS). The children develop PTSS one-two years after onset of laryngedl obstruction.
L ater, the children underwent persistent specific maladaptation personality disorders. Thus, children
with recurrent laryngedl papillomatoss, especialy with cicatrical laryngostenos's, should undergo
psychologica correction.

Unique ldentifier: 22215006

Eye 2002 Sep; 16(5):649-51

Topical and intralesional interferon therapy for recurrent lacrimal papilloma.
Parulekar MV, Khooshabeh R, Graham C.

No abstract available.

Unique Identifier: 22181332

Clin Otolaryngol 2002 Aug;27(4):237-43

Recurrent respiratory papillomatoss.

Shykhon M, Kuo M, Pearman K.

Department of Otolaryngology, Birmingham Heartlands Hospitd, UK. mohad77@hotmail.com

Recurrent respiratory papillomatosisis ardatively rare disease caused by members of the human
papilloma virus family. Lesions may occur anywhere throughout the respiratory tract but show a
predilection for squamo-columnar epithdid junctions, frequently leading to hoarseness and upper
airway obgtruction. Rardly, it can progress to squamous cdll carcinoma. The impact of recurrent
respiratory papillomatoss on patients, their families, and the hedlth care system is consderable.
Unfortunatdly, despite extensve investigationd studies, no cure is available for the disease. This
article reviews the agtiology of and thergpeutic options for recurrent respiratory papillomatosis.

Unique Identifier: 22159643

Expert Opin Investig Drugs 2002 Aug;11(8):1139-48
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Novel treatmentsfor recurrent respiratory papillomatoss.
Armbruster C.

Mantlergasse 23/2/12, A-1130 Vienna, Audtria. christinearmbruster@gmx.at

Recurrent respiratory papillomatossis arare but often severe disease. Although benign in histology,
epithelia proliferations may result in progressive hoarseness, stridor, obstruction of the airway and
respiratory distress. The current sandard of careis surgical therapy with agod of complete remova
or debulking of papillomas and preservation of norma structures. Frequent recurrences and the
need for repeated surgica interventions make this trestment a frustrating experience for both the
patient and the physician. Many adjuvant thergpies have been investigated but no single trestment
modality proved to be effective in eradicating recurrent respiratory papillomatoss. In contrast to
HIV, cytomegaovirus and hepatitis B pharmaceutical research has been less successful with human
papillomavirus vaccines for avariety of reasons. This review focuses on the current status of
recurrent respiratory papillomatosis and on future directions of prevention and therapy.

Unique Identifier: 22146172

Laryngoscope 2002 May; 112(5):933-5
Single-stage, stentless endoscopic repair of anterior glottic webs.

Schweinfurth J.

Milton S. Hershey Medica Center, Pennsylvania State University, Hershey 17033, USA.
Jnschweinfurth@psu.edu

No abstract available.

Unique Identifier: 22145176

Laryngoscope 2002 Apr;112(4): 700-7
Human papillomavirusin larynx.
Adtonen LM, Rihkanen H, Vaheri A.

Department of Otorhinolaryngology-Head and Neck Surgery, Helsinki University Central Hospital,
Finland. Leena-MaijaAdtonen@hegnki.fi
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OBJECTIVES:. The core of the present clinica and basic research knowledge of larynged human
papillomavirus (HPV) infection is described. STUDY DESIGN: Review. METHODS: A
computer-aided search of MEDLINE database supplemented by hand searches of key journas
was conducted. RESULTS: One of the tumor-promoting factors in the larynx is the HPV found
both in normd larynged epithdium and in larynged tumors. The most important manifestation of
laryngeal HPV infection islarynged papillomatos's, arare disease caused by HPV types 6 and 11.
Inlarynged carcinogenesis, the role of HPV remains uncertain. The means of transmisson of HPV
are partly unknown, and the course of laryngedl HPV infection is unpredictable and variable.
Treatment of larynged papillomatossis based on surgery, especidly on CO2 laser and shaver.
Alpha-interferon isthe drug of choice in patients whose response to surgery is poor. However,
neither interferon nor other antiviral drugs are able to eradicate the virus from larynged mucosa
Little is known about immunologicd mechanismsinvolved in laryngea HPV infection, but in defense
agang HPV cdlular immunity is conddered a more important mechanism than humora immunity. A
good experimenta moded of HPV infection is lacking in which the entire vird life cycle can teke
place. Organotypic cel cultures (collagen rafts) are useful, but the rate-limiting gep in thismethod is
the difficultiesin culturing HPV-positive epithelid cells. CONCLUSIONS: Although larynged
papillomatogsis clinicaly well defined, the mechanisms and treatment moddlities of larynged HPV
infection need further investigations.

Unique Identifier: 22145070

Laryngoscope 2002 Apr;112(4):696-9
Intralesional cidofovir therapy for laryngeal papillomain an adult cohort.
Bidamowicz S, Villagomez V, Stager SV, Wilson WR.

Divison of Otolaryngology-Head and Neck Surgery, George Washington Universty, Washington,
DC 20037, USA. sursxb@gwumc.edu

OBJECTIVES: To confirm the safety and efficacy of intrdesond cidofovir in the management of
larynged papillomaand to identify variables that correlate with number of injections needed to
achieveremisson. STUDY DESIGN: An openttrid prospective eva uation of the efficacy of
intrlesond cidofovir in subjects with larynged papilloma. METHODS: Fourteen adult subjects
with biopsy-proven larynged papillomawere enrolled in atrestment study of intraesiond cidofovir.
Preprotocol disease duration ranged from 1 to 30 years with amean duration of 7 years. Subjects
received monthly injections of cidofovir with a maximum dose of 37.5 mg per injection in 6 cc sdine
(6.25 mg/mL ). Injections were repeated until no papilloma could be visudly identified during an
intraoperative evaluation. After disease remission was achieved, subjects received an additiona
injection. All injections occurred during suspension microlaryngoscopy. RESULTS: All subjects
have achieved disease remisson using an injection-only trestment protocol. No additiona larynged
scarring or systemic toxicity was identified. On average, 6 injections were required to achieve
remission. Preprotocol disease duration and anatomica staging correlated positively with the
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number of injections required for disease remisson. CONCLUSIONS: Intralesiond injection of
cidofovir is an excdlent trestment option with limited local and systemic toxicities. The injection
therapy regimen requires perseverance from both patient and surgeon. Remission of disease can be
achieved in adults with larynged papilloma

Unique Identifier: 22145069

Lancet Infect Dis 2002 Jun; 2(6):353-67
Therapeutic vaccination against chronic viral infections.
Vandepapeliere P.

Clinicd R&D HIV vaccines and anti-infective therapeutic vaccines, GlaxoSmithKline Biologicds,
Rue del'Ingtitut 89, B-1330, Rixensart, Belgium. pierre.vandepapeliere@gskbio.com

Chronic vird infections such as those caused by hepatitis B virus, human papilloma virus, herpes
amplex virus, and HIV, in theory, present logical targets of active specific immunotherapy. Indeed,
immunologicad mechanisms are involved in severa aspects of their pathogenesis and natura course,
such as virus persistence, destruction of infected cdlls and control of vird replication. Therapeutic
vaccination could therefore be an adequate replacement for, or adjunct to, existing therapies.
Almogt al approaches to thergpeutic vaccination have been evauated in those four disease aress.
Despite encouraging results in animals none of these attempits has, so far, been completely
successful in the human setting. However, with a better understanding of the immunologica
mechanismsinvolved in the control of disease successful therapeutic vaccines, used doneor in
combination with other therapies, are an achievable god.

Unique ldentifier: 22140484

Am J Ophthalmol 2002 Aug; 134(2):268-70

Treatment of conjunctival papillomata with topical interferon Alfa-2b.
Schechter BA, Rand WJ, Vdazquez GE, Williams WD, Starasoler L.

Rand Eye Ingtitute, Pompano Beach, Florida 33064, USA.

PURPOSE: Two patients with biopsy-proven conjunctiva papillomata exhibited complete
resolution after treatment with topica Interferon Alfa-2b (IFNalpha2b). DESIGN: Interventiona
case reports. METHODS: Two patients with monocular biopsy-confirmed conjunctival papillomata
were treated with IFNalpha2b, 1 million units/cc, one drop four times daily until clinical resolution
was achieved. RESULTS: (Patient 1) The leson's Sze was sgnificantly reduced a 1 month.
Complete resolution was noted at the 3-month visit. No recurrences were seen 40 months post-
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treatment. (Patient 2) The leson completely resolved after 6 weeks of treatment. No recurrence has
occurred 18 months post-treatment. No systemic or local side effect of trestment was noted.
CONCLUSIONS: Two sizable conjunctiva papillomata resolved using topica |FNapha2b aone.
Interferon is usudly not considered effective for large solid tumors without surgical debulking. We
redize that thisis alimited case series, but these cases may serve as abasis for further investigation.

Unique Identifier: 22135123

Arch Otolaryngol Head Neck Surg 2002 Jul; 128(7): 783-6

Can mumps vaccineinduceremission in recurrent respiratory papilloma?
Pashley NR.

Presbytaria/St Luke's Hospital, Denver, CO, USA. npashley@aol.com

OBJECTIVE: To describe our experience usng laser excison and localy injected mumps vaccine
to induce remission in patients with recurrent respiratory papilloma (RRP). SETTING: Tertiary care
regiond medica center. PARTICIPANTS: Initidly, 11 children with RRP tregted in a pilot study
with laser excision at regular intervasfor at least ayear without adjuvant therapy; later, a series of
18 children and 20 adults with RRP, some of whom had used various adjuvant thergpy with interval
laser excison. INTERVENTIONS: Both patient groups continued their same interval laser excision
with the same or smilar laser, same clinicd setting, and same surgeon. Locally injected mumps
vaccine was then administered into the excison Site after each laser remova of papilloma.
OUTCOME MEASURES: Larynx and trachea were microphotographed with each treatment. Two
consecutive disease-free intervas and afollow-up of at least 1 year were required criteriafor
remisson. RESULTS: In the pilot study, remisson was induced in 9 (82%) of 11 patientsby 1 to
10 injections, with follow-up of 5 to 19 years. In the subsequent series, remission was induced in 29
(76%) of 38 patients by 4 to 26 injections, and follow-up was 2 to 5 years. CONCLUSIONS:
Combined with serid laser excigon, mumps vaccine positively influences induction of remisson in
children with RRP. The mechanisms of this effect are unclear, but the trestment is reedily avallaole,
inexpengve, and has alow risk of adverse effects.

Unique Identifier: 22112467

Emerg Med J 2002 Jul; 19(4):362-5

Respiratory papillomatosis. arare cause of collapsein a young adult presenting to the
emer gency department.

Carroll CD, Saunders NC.
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Department of Anaesthesia, Manchester Roya Infirmary, Oxford Road, Manchester M13 QWL
UK. craigdc@carroll 17.freeserve.co.uk

Treating patients with rapidly deteriorating respiratory compromise in the emergency room is difficult
and stressful. The patient in front of you israpidly progressing towards tota cardiorespiratory
collapse and you may have no ideawhy. A caseis reported of an adult presenting with impending
cardiorespiratory collgpse attributed to asthma who actudly had upper airway obstruction caused
by larynged papillomata. This case report reinforces the importance of airway assessment, gives an
overview of respiratory papillomatosis, and reiterates both the non-surgica and surgica gpproach to
the difficult arway.

Unique Identifier: 22095155

J Virol 2002 Aug; 76(15): 7616-24

Ubiquitin-fused and/or multiple early genesfrom cottontail rabbit papillomavirus as DNA
vaccines.

Leachman SA, Shylankevich M, Slade MD, Levine D, Sundaram RK, Xiao W, Bryan M,
Zdterman D, Tiegdlaar RE, Brandsma JL_.

Department of Dermatology, School of Medicine, Yde University, New Haven, Connecticut
06520, USA.

Human papillomavirus (HPV) vaccines have the potentid to prevent cervical cancer by preventing
HPV infection or treating premalignant disease. We previoudy showed that DNA vaccinaion with
the cottontail rabhbit papillomavirus (CRPV) E6 gene induced partid protection against CRPV
chdlenge and that the vaccine's effects were greetly enhanced by priming with granulocyte-
macrophage colony-gimulating factor (GM-CSF). In the present study, two additiond strategies for
augmenting the clinica efficacy of CRPV EG6 vaccination were evdluated. Thefirg wasto fuse a
ubiquitin monomer to the CRPV E6 protein to enhance antigen processing and presentation through
the mgor histocomptibility complex class| pathway. Rabbits vaccinated with the wild-type E6
gene plus GM-CSF or with the ubiquitin-fused E6 gene formed significantly fewer papillomas than
the controls. The papillomas aso required alonger time to gppear and grew more dowly. Findly, a
sgnificant proportion of the papillomas subsequently regressed. The ubiquitin-fused E6 vaccine was
ggnificantly more effective than the wild-type E6 vaccine plus GM-CSF priming. The second
drategy was to vaccinate with multiple CRPV early genes to increase the breadth of the CRPV-
gpecific response. DNA vaccines encoding the wild-type CRPV E1-E2, E6, or E7 protein were
tested done and in dl possible combinations. All vaccines and combinations suppressed papilloma
formation, dowed papilloma growth, and stimulated subsequent papilloma regresson. Findly, the
two srategies were merged and a combination DNA vaccine containing ubiquitin-fused versions of
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the CRPV EL1, E2, and E7 genes was tested. This last vaccine prevented papillomaformation at all
chdlenge stesin dl rabbits, demonstrating complete protection.

Unique Identifier: 22092515

Ann Otol Rhinol Laryngol 2002 Jun;111(6):486-92
585-nm pulsed dye laser treatment of glottal papillomatosis.

Franco RA J, Zeitdls SM, Farindli WA, Anderson RR.
Department of Otology and Laryngology, Harvard Medica School, Boston, Massachusetts, USA.

Trestment of recurrent respiratory papillomatosis of the glottis is often chalenging. The surgeon and
patient must cooperatively balance decisons regarding airway safety, effects of multiple generd
anesthesias, employment disturbance, and voca dysfunction. A pilot study was done in 41 adult
cases (23 patients; 78 vocd folds) without complication to evauate the effectiveness of a 585-nm
pulsed dye laser (PDL; 450-micros pulse width; fluence of 38 to 255 Jcm2; 1- to 2-mm spot Sze)
in the trestment of this disorder. Thirty-seven of the 41 cases (90%) were bilaterd disease. Twenty-
sx of the 41 cases (63%; including 20 cases with involvement of the anterior commissure) were
treated by bilaterd photocoagulation of the lesons microcirculation without microflap resection of
tissue. Clinica observation revealed that irradiated but unresected disease involuted without
development of an anterior commissure web. In theinitid 13 of the 41 cases (32%), PDL trestment
was followed by cold instrument microflap resection. The PDL enhanced the epithelid excision by
improving hemostasis and by creating an optima dissection plane between the basement membrane
and the underlying superficid lamina propria. The PDL a 585 nm was less effective in the
management of exophytic lesons because of its limited depth of penetration (gpproximately 2 mm).
Inthisinitid trid, the PDL was ardatively safe and efficacious trestment for glottal recurrent
respiratory papillomatoss. Since the lesons involute without complete resection of the diseased
epithelium, the anterior commissure can be treated to minimize the number of procedures. To study
patterns of recurrence will require longer follow-up.

Unique Identifier: 22085070
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Office-based treatment of laryngeal papillomatosis with per cutaneousinjection of
cidofovir.

Chhetri DK, Blumin JH, Shapiro NL, Berke GS.

Divison of Head and Neck Surgery, UCLA School of Medicine, 90095, USA. dchhetri @ucla.edu
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OBJECTIVE: Our am was to report our experience with office-based treatment of severe laryngeal
papillomatosis with percutaneous injection of cidofovir in acase series of 5 patients. STUDY
DESIGN AND SETTING: We conducted a retrogpective review of a case seriesin atertiary
academic care voice disorders clinic. Adult patients with papillomas of the voca cords and anterior
commissure received percutaneous injection using a point-touch technique. Clinica improvement or
remission of the papillomatosis was noted. RESULTS: Before initiation of office treatments, patients
required direct laryngoscopy and CO(2) laser ablation of papillomas on average every 2.8 months.
There were no complications related to the injection technique. During a trestment period of 7 to 16
months (mean 12 months), asgnificant reduction in the volume of papillomatosis was achieved in dl
patients. One patient received 2 treatments and another received 1 treatment in the operating room
for fina clearance of papillomas. CONCLUSION: Office-based trestment of adult patients with
anterior larynged papillomatosis using percutaneous injection of cidofovir reduces the need for
repested direct laryngoscopy